AMENDMENT UNDER 37 C.F.R. §1.111 



Attorney Docket No.: Q86306 



Application No.: 10/525,197 

AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

LISTING OF CLAIMS: 

1 . (original): A pyrazole derivative represented by the general formula: 



R represents a hydrogen atom, a Ci.6 alkyl group, a C2-6 alkenyl group, a hydroxy(C2.6 
alkyl) group, a C3.7 cycloalkyl group, a C3.7 cycloalkyl-substituted (C1.6 alkyl) group, an aryl 
group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a halogen atom, a hydroxy group, an amino group, a C1.6 alkyl group and a C 1.5 
alkoxy group, or an aryl(Ci.6 alkyl) group which may have the same or different 1 to 3 
substituents selected from the group consisting of a halogen atom, a hydroxy group, an amino 
group, a C1.6 alkyl group and a €1.5 alkoxy group on the ring; 

one of Q and T represents a group represented by the formula: 




wherein 




"OH 



OH 



2 
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or a group represented by the formula: 



HO' 




''OH 



while the other represents a Ci.6 alkyl group, a halo(Ci.6 alkyl) group, a C].6 alkoxy- 
substituted (Ci.6 alkyl) group or a C3.7 cycloalkyl group; 

represents a hydrogen atom, a halogen atom, a hydroxy group, a C1.6 alkyl group, a 
Ci_6 alkoxy group, a C1.6 alkylthio group, a halo(Ci.6 alkyl) group, a halo(Ci.6 alkoxy) group, a 
C1.6 alkoxy-substituted (C1.6 alkoxy) group, a C3.7 cycloalkyl- substituted (C2.6 alkoxy) group 
or -A-R"*^ in which A represents a single bond, an oxygen atom, a methylene group, an ethylene 
group, -OCH2- or -CH2O-; and r"^ represents a C3.7 cycloalkyl group, a C2.6 heterocycloalkyl 
group, an aryl group which may have the same or different 1 to 3 substituents selected from the 
group consisting of a halogen atom, a hydroxy group, an amino group, a Ci-g alkyl group, a C1.6 
alkoxy group, a C2.6 alkenyloxy group, a halo(Ci.6 alkyl) group, a hydroxy(C].6 alkyl) group, a 
carboxy group, a C2-7 alkoxycarbonyl group, a cyano group and a nitro group, or a heteroaryl 
group which may have a substituent selected from the group consisting of a halogen atom and a 
C].6 alkyl group; 

X represents a single bond, an oxygen atom or a sulfur atom; 

Y represents a C1.6 alkylene group which may be substituted by a hydroxy group or a 
C2-6 alkenylene group; 
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Z represents -R^, -COR*^, -S02R^, -CON(R°)R^, -S02NHR^ or -C(=NR^)N(r")R^; 

R^ represents an aryl group which may have the same or different 1 to 3 substituents 
selected from the group consisting of a halogen atom, a hydroxy group, an amino group, a C^.g 
alkylsulfonylamino group, a Ci.6 alkyl group and a C 1.5 alkoxy group, a heteroaryl group which 
may have a substituent selected from the group consisting of a halogen atom, an amino group 
and a Ci-g alkyl group, or a C 1.5 alkyl group which may have the same or different 1 to 5 groups 
selected from the following substituent group (i); 

R^, R^, r''^, R^ and r''^ are the same or different, and each represents a hydrogen atom, 
an aryl group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a halogen atom, a hydroxy group, an amino group, a Ci-g alkylsulfonylamino 
group, a C1.6 alkyl group and a C 1.6 alkoxy group, a heteroaryl group which may have a 
substituent selected from the group consisting of a halogen atom, an amino group and a C1.6 

alkyl group, or a C 1.5 alkyl group which may have the same or different 1 to 5 groups selected 

4 B 

from the following substituent group (i), or both of R and R bind together with the 

neighboring nitrogen atom to form a Cj-e cyclic amino group which may have a substituent 

selected from the group consisting of a hydroxy group, a carbamoyl group, a C1.6 alkyl group, 

an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a hydroxy(Ci.6 alkyl) group and a C1.6 

D E 

alkylsulfonylamino-substituted (C 1 .5 alkyl) group, or both of R and R bind together with the 
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neighboring nitrogen atom to form a C2-6 cyclic amino group which may have a substituent 
selected from the group consisting of a hydroxy group, a carbamoyl group, a C1.6 alkyl group, 
an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a hydroxy(Ci.6 alkyl) group and a C1.6 
alkylsulfonylamino-substituted (C1.6 alkyl) group; 

R^, r" and r' are the same or different, and each represents a hydrogen atom, a cyano 
group, a carbamoyl group, a C2-7 acyl group, a C2-7 alkoxycarbonyl group, an aryl(C2-7 
alkoxycarbonyl) group, a nitro group, a C1.6 alkylsulfonyl group, a sulfamide group, a 
carbamimidoyl group, or a C].6 alkyl group which may have the same or different 1 to 5 groups 
selected from the following substituent group (i), or both of R^ and r"^ bind to form an ethylene 
group, or both of R^ and r" bind together with the neighboring nitrogen atom to form a C2-6 
cyclic amino group which may have a substituent selected from the group consisting of a 
hydroxy group, a carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) 
group, a hydroxy(Ci.6 alkyl) group and aC\.e alkylsulfonylamino-substituted (C1.6 alkyl) 
group; 

R"^, R^ and R^ are the same or different, and each represents a hydrogen atom, a halogen 
atom, a C1.6 alkyl group or a C].6 alkoxy group; and 

substituent group (i) consists of a hydroxy group, aC\^ alkoxy group, a C1.6 alkylthio 
group, an amino group, a mono or di(Ci.6 alkyl)amino group, a mono or di [hydroxy (C 1.5 
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aIkyl)]amino group, an ureido group, a sulfamide group, a mono or di(Ci.6 alkyl)ureido group, a 
mono or di(Ci.6 alkyl)sulfamide group, a C2-7 acylamino group, a C1.6 alkylsulfonylamino 
group, a C1.6 alkylsulfonyl group, a carboxy group, a C2-7 alkoxycarbonyl group, -CON(rV^ 
in which and R^ are the same or different, and each represents a hydrogen atom or a C 1.6 
alkyl group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a hydroxy group, an amino group, a mono or di(Ci.6 alkyl)amino group, a mono or 
di[hydroxy(Ci.6 alkyl)]amino group, an ureido group, a mono or di(Ci.6 alkyl)ureido group, a 
C2-7 acylamino group, a Ci-g alkylsulfonylamino group and a carbamoyl group, or both of R^ 
and r"^ bind together with the neighboring nitrogen atom to form a C2-6 cyclic amino group 
which may have a substituent selected from the group consisting of a hydroxy group, a 
carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
hydroxy (C 1.6 alkyl) group and a C 1.6 alkylsulfonylamino-substituted (C1.6 alkyl) group, an 
aryl(C].6 alkoxy) group which may have the same or different 1 to 3 substituents selected from 
the group consisting of a halogen atom, a hydroxy group, an amino group, a Ci-g alkyl group and 
a C1.6 alkoxy group on the ring,an aryl(Ci.6 alkylthio) group which may have the same or 
different 1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy 
group, an amino group, a C1.6 alkyl group and a C 1.6 alkoxy group on the ring, a C3.7 
cycloalkyl group, a C2.6 heterocycloalkyl group, an aryl group which may have the same or 
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different 1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy 
group, an amino group, a Ci.6 alkylsulfonylamino group, a Ci-g alkyl group and a Ci.6 alkoxy 
group, a heteroaryl group which may have a substituent selected from the group consisting of a 
halogen atom, an amino group and a C 1-6 alkyl group, a C2.6 cyclic amino group which may 
have a substituent selected from the group consisting of a hydroxy group, a carbamoyl group, a 
C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a hydroxy(Ci.6 alkyl) group and 
a C1.6 alkylsulfonylamino-substituted (C1.6 alkyl) group, and a C 1.4 aromatic cyclic amino 
group which may have a C1.6 alkyl group as a substituent, 
or a pharmaceutically acceptable salt thereof 

4 

2. (original): A pyrazole derivative claimed in claim 1, wherein R represents a 
hydrogen atom, an aryl group which may have the same or different 1 to 3 substituents selected 
from the group consisting of a halogen atom, a hydroxy group, an amino group, a C1.6 
alkylsulfonylamino group, a C1.6 alkyl group and a C 1.6 alkoxy group, a heteroaryl group which 
may have a substituent selected from the group consisting of a halogen atom, an amino group 
and a C1.6 alkyl group, or a C 1.6 alkyl group which may have the same or different 1 to 5 groups 
selected from the following substituent group (i); r'^ represents an aryl group which may have 
the same or different 1 to 3 substituents selected from the group consisting of a halogen atom, a 
hydroxy group, an amino group, a C 1.6 alkylsulfonylamino group, a C1.6 alkyl group and a C 1.5 
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alkoxy group, a heteroaryl group which may have a substituent selected from the group 
consisting of a halogen atom, an amino group and a C 1.5 alkyl group, or a C 1.6 alkyl group 
which may have the same or different 1 to 5 groups selected from the following substituent 
group (i); represents an aryl group which has the same or different 1 to 3 substituents selected 
from the group consisting of a halogen atom, a hydroxy group, an amino group, a C1.6 
alkylsulfonylamino group, a Ci-g alkyl group and a C 1.6 alkoxy group, a heteroaryl group which 
may have a substituent selected from the group consisting of a halogen atom, an amino group 
and a Ci_6 alkyl group, or a C 1.6 alkyl group which has the same or different 1 to 5 groups 
selected from the following substituent group (i); and 

substituent group (i) consists of a hydroxy group, a C1.6 alkoxy group, a Ci.g alkylthio 

group, an amino group, a mono or di(Ci.6 alkyl)amino group, a mono or di[hydroxy(Ci.6 
alkyl)]amino group, an ureido group, a sulfamide group, a mono or di(Ci.6 alkyl)ureido group, a 
mono or di(Ci.6 alkyl)sulfamide group, a C2-7 acylamino group, a C1.6 alkylsulfonylamino 
group, a C1.6 alkylsulfonyl group, a carboxy group, a C2.7 alkoxycarbonyl group, -CON(rV^ 
in which R^ and r''^ are the same or different, and each represents a hydrogen atom or a C 1.6 
alkyl group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a hydroxy group, an amino group, a mono or di(Ci.6 alkyl)amino group, a mono or 
di[hydroxy(Ci.6 alkyl)]amino group, an ureido group, a mono or di(Ci.6 alkyl)ureido group, a 
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C2-7 acylamino group, aC\.(, alkylsulfonylamino group and a carbamoyl group, or both of 
and R^ bind together with the neighboring nitrogen atom to form a C2-6 cyclic amino group 
which may have a substituent selected from the group consisting of a hydroxy group, a 
carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
hydroxy(Ci.6 alkyl) group and a C 1.5 alkylsulfonylamino- 

substituted (C1.6 alkyl) group, an aryl(Ci.6 alkoxy) group which may have the same or different 
1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy group, an 
amino group, a C].6 alkyl group and a C 1.6 alkoxy group on the ring,an aryl(Ci.6 alkylthio) 
group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a halogen atom, a hydroxy group, an amino group, a C1.6 alkyl group and a C 1.6 
alkoxy group on the ring, a C3.7 cycloalkyl group, a C2.6 heterocycloalkyl group, an aryl group 
which may have the same or different 1 to 3 substituents selected from the group consisting of a 
halogen atom, a hydroxy group, an amino group, a C1.6 alkylsulfonylamino group, a C].6 alkyl 
group and a C 1.6 alkoxy group, a heteroaryl group which may have a substituent selected from 
the group consisting of a halogen atom, an amino group and aC].^ alkyl group, a C2-6 cyclic 
amino group which may have a substituent selected from the group consisting of a hydroxy 
group, a carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
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hydroxy(C].6 alkyl) group and a C].6 alkylsulfonylamino-substituted (Ci-g alkyl) group, and a 
C1.4 aromatic cyclic amino group which may have a C1.6 alkyl group as a substituent, 
or a pharmaceutically acceptable salt thereof. 

3. (original): A pyrazole derivative claimed in claim 2, wherein Z represents -R^; 
r"^ represents an aryl group which has the same or different 1 to 3 substituents selected from the 
group consisting of a halogen atom, a hydroxy group, an amino group, a C1.6 
alkylsulfonylamino group, a C1.6 alkyl group and a C 1.5 alkoxy group, a heteroaryl group which 
may have a substituent selected from the group consisting of a halogen atom, an amino group 
and a C 1.6 alkyl group, or a C1.6 alkyl group which has the same or different 1 to 5 groups 
selected from the following substituent group (i); and 

substituent group (i) consists of a hydroxy group, a C1.6 alkoxy group, a C1.6 alkylthio 

group, an amino group, a mono or di(Ci.6 aIkyl)amino group, a mono or di[hydroxy(Ci.6 
alkyl)]amino group, an ureido group, a sulfamide group, a mono or di(Ci.6 alkyl)ureido group, a 
mono or di(Ci.6 alkyl)sulfamide group, a C2.7 acylamino group, a C1.6 alkylsulfonylamino 
group, a C1.6 alkylsulfonyl group, a carboxy group, a C2.7 alkoxycarbonyl group, -CON(rV^ 
in which R"" and r''*^ are the same or different, and each represents a hydrogen atom or a Ci.g 
alkyl group which may have the same or different 1 to 3 substituents selected from the group 
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consisting of a %droxy group, an amino group, a mono or di(Ci.6 alkyl)amino group, a mono or 
di[hydroxy(Ci.6 alkyl)]amino group, an ureido group, a mono or di(Ci.6 alkyl)ureido group, a 
C2-7 acylamino group, a C1.6 alkylsulfonylamino group and a carbamoyl group, or both of 
and r'^ bind together with the neighboring nitrogen atom to form a C2-6 cyclic amino group 
which may have a substituent selected from the group consisting of a hydroxy group, a 
carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
hydroxy(Ci.6 alkyl) group and a C 1.6 alkylsulfonylamino-substituted (C1.6 alkyl) group, an 
aryl(Ci.6 alkoxy) group which may have the same or different 1 to 3 substituents selected from 
the group consisting of a halogen atom, a hydroxy group, an amino group, a C1.6 alkyl group and 
a C1.6 alkoxy group on the ring,an aryl(Ci.6 alkylthio) group which may have the same or 
different 1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy 
group, an amino group, a C1.6 alkyl group and a C 1.6 alkoxy group on the ring, a C3.7 
cycloalkyl group, a Cj-e heterocycloalkyl group, an aryl group which may have the same or 
different 1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy 
group, an amino group, a C].6 alkylsulfonylamino group, a Ci-g alkyl group and a C 1.6 alkoxy 
group, a heteroaryl group which may have a substituent selected from the group consisting of a 
halogen atom, an amino group and a C 1.6 alkyl group, a C2-6 cyclic amino group which may 
have a substituent selected from the group consisting of a hydroxy group, a carbamoyl group, a 



11 



AMENDMENT UNDER 37 C.F.R. §1.111 Attorney Docket No. : Q86306 

Application No. : 1 0/525,1 97 

Ci.6 alkyl group, an oxo group, a carbamoyl(Ci.6 alkyl) group, a hydroxy(Ci.6 alkyl) group and 
a Ci.6 alkylsulfonylamino-substituted (Ci.6 alkyl) group, and a C1.4 aromatic cyclic amino 
group which may have a C1.6 alkyl group as a substituent, or a pharmaceutically acceptable salt 
thereof. 

4 

4. (original): A pyrazole derivative claimed in claim 3, wherein R represents a 
hydrogen atom; R^ represents a C1.6 alkyl group which has the same or different 1 to 5 groups 
selected from the following substituent group (iA); and 

substituent group (iA) consists of a hydroxy group, an amino group, a mono or di(C].6 

alkyl)amino group, a carboxy group, a C2.7 alkoxycarbonyl group and -CON(R'^^)R^ in which 
R"''^ and r"^ are the same or different, and each represents a hydrogen atom or a C 1.6 alkyl 
group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a hydroxy group, an amino group, a mono or di(Ci.6 alkyl)amino group and a 
carbamoyl group, or both of R"^"^ and R*^ bind together with the neighboring nitrogen atom to 
form a C2-6 cyclic amino group which may have a substituent selected from the group consisting 
of a C 1.6 alkyl group and a hydroxy(Ci.6 alkyl) group, 
or a pharmaceutically acceptable salt thereof. 
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5. (original): A pyrazole derivative claimed in claim 4, wherein r'^ represents a Ci.6 
alkyl group which has a carbamoyl group, or a pharmaceutically acceptable salt thereof. 

6. (original): A pyrazole derivative claimed in claim 2, wherein Z represents 
-CON(R^)r'^, or a pharmaceutically acceptable salt thereof. 

7. (original): A pyrazole derivative claimed in claim 6, wherein r'^ represents a 
hydrogen atom; R^ represents a Ci.6 alkyl group which has the same or different 1 to 5 groups 
selected from the following substituent group (iB); and substituent group (iB) consists of a 
hydroxy group, an amino group, a mono or di(Ci.6 alkyl)amino group and -CON(R )R in 
which R^'^ and R™ are the same or different, and each represents a hydrogen atom, a Ci.6 alkyl 
group which may have the same or different 1 to 3 substituents selected from the group 
consisting of a hydroxy group, an amino group and a mono or di(Ci.6 alkyl)amino group, or 
pharmaceutically acceptable salt thereof 

8. (original): A pyrazole derivative claimed in claim 2, wherein Z represents 
-C(=NR^)N(r")r\ or pharmaceutically acceptable sah thereof. 

9. (original): A pyrazole derivative claimed in claim 8, wherein R*^ represents a 

H I 
hydrogen atom or a C 1.5 alkylsulfonyl group; R represents a hydrogen atom; R represents a 
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hydrogen atom or a Ci.6 alkyl group which may have the same or different 1 to 5 groups 
selected from the following substituent group (iC); and substituent group (iC) consists of a 
hydroxy group, an amino group, a mono or di(Ci.6 alkyl)amino group, or pharmaceutically 
acceptable salt thereof. 

10. (original): A pyrazole derivative claimed in claim 2, wherein Z represents 
-COR^; R^ represents a Ci.6 alkyl group which has a group selected from the following 
substituent group (iD); and substituent group (iD) consists of an amino group and - 

Tf^ }CC* TC ICC 

CON(R )R in which both of R and R bind together with the neighboring nitrogen atom 
to form a C2.6 cyclic amino group which may have a substituent selected from the group 
consisting of a C 1.5 alkyl group and a hydroxy(Ci.6 alkyl) group, or pharmaceutically acceptable 
salt thereof 

1 1 . (previously presented): A pyrazole derivative claimed in claim 1 , wherein X 
represents a single bond or an oxygen atom; and Y represents an ethylene group or a 
trimethylene group, or pharmaceutically acceptable salt thereof 

12. (previously presented): A pyrazole derivative claimed in claim 1 , wherein R' 
represents a hydrogen atom or a hydroxy(C2-6 alkyl) group; T represents a group represented by 
the formula: 
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OH 

or a group represented by the formula: 

ho*^Y'^""oh 

OH 

Q represents a Ci.6 alkyl group or a halo(Ci.6 alkyl) group; and R , R and R represent a 
hydrogen atom, or a pharmaceutically acceptable salt thereof. 



13. (previously presented): A pyrazole derivative claimed in claim 1 wherein one of 
Q and T represents a group represented by the formula: 

HO-^^Y^ 

HO*^Y^""OH 
OH 

the other represents a Ci.6 alkyl group, a halo(Ci.6 alkyl) group, a Ci.6 alkoxy-substituted (Ci.6 
alkyl) group or a C3.7 cycloalkyl group, or a pharmaceutically acceptable salt thereof. 

14. (previously presented): A pyrazole derivative claimed in claim 12, wherein T 
represents a group represented by the formula: 

I 

HO-^r" Y 



OH 
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or a pharmaceutically acceptable salt thereof. 

15. (previously presented): A pyrazole derivative claimed in claim 12, wherein Q 
represents an isopropyl group, or a pharmaceutically acceptable salt thereof. 

Claims 16.-17. (canceled). 

1 8. (previously presented): A pyrazole derivative as claimed in claim 1 , which is a 
compound selected from the following group and pharmaceutically acceptable salts thereof 




OH 



OH 




OH 



OH 




OH 



OH 




H 0 
'O^^^X^NHz 




H 

'N^,^NH2 



0 



HO' 



V^''^OH 
OH 



HO' 



HoN^V'-'/c 



-0^0 



VoH 



OH 
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OH 



1 9. (currently amended): A pharmaceutical composition comprising as an active 
ingredient a pyrazole derivative claimed in claim 1[, a] ora pharmaceutically acceptable salt 

20. (currently amended): A human SGLTl inhibitor comprising as an active 
ingredient a pyrazole derivative claimed in claim 1 [, a] or a p harmaceutically acceptable salt 
thereo f or a prodrug thereof . 

21 . (currently amended): An agent for inhibiting postprandial hyperglycemia 
comprising as an active ingredient a pyrazole derivative claimed in claim !£, a] ora 
pharmaceutically acceptable salt thereo f or a prodrug thereof . 
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22. (currently amended): An agent for the provontion or t reatment of a disease 
associated with hyperglycemia, which comprises as an active ingredient a pyrazole derivative 
claimed in claim 1 [, a] ora pharmaceutically acceptable salt thereo f or a prodrug th e r e of . 

23. (currently amended): An agent for the provontion or t reatment claimed in claim 
22, wherein the disease associated with hyperglycemia is a disease selected from the group 
consisting of diabetes, impaired glucose tolerance, impaired fasting glycemia, diabetic 
complications, obesity, hyperinsulinemia, hyperlipidemia, hypercholesterolemia, 
hypertriglyceridemia, lipid metabolism disorder, atherosclerosis, hypertension, congestive heart 
failure, edema, hyperuricemia and gout. 

24. (currently amended): An agent for the inhibition of advancing impaired glucose 
tolerance or impaired fasting glycemia into diabetes in a subject, which comprises as an active 
ingredient a pyrazole derivative claimed in claim ![, al ora pharmaceutically acceptable salt 
thereo f or a prodrug thereof . 

25 . (currently amended): An agent for the provontion or treatment of a disease 
associated with the increase of blood galactose level, which comprises as an active ingredient a 
pyrazole derivative claimed in claim 1 [, a] ora pharmaceutically acceptable salt thereof-ef« 



26. (currently amended): An agent for the provontion or t reatment claimed in claim 
25, wherein the disease associated with the increase of blood galactose level is galactosemia. 
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27. (original): A pharmaceutical composition claimed in claim 19, wherein the dosage 
form is sustained release formulation. 

28. (previously presented): An agent claimed in claim 20, wherein the dosage form is 
sustained release formulation, 

29. (currently amended): A method for the prov o ntion or treatment of a disease 
associated with hyperglycemia, which comprises administering an effective amount of a pyrazole 
derivative claimed in claim 1 [, a] ora pharmaceutically acceptable salt thereo f or a prodrug 

30. (currently amended): .A method for the inhibition of advancing impaired glucose 
tolerance or impaired fasting glycemia into diabetes in a subject, which comprises administering 
an effective amount of a pyrazole derivative claimed in claim 1 [, a] ora pharmaceutically 
acceptable salt thereo f or a prodrug th e r e of 

3 1 . (currently amended): A method for the provontion or t reatment of a disease 
associated with the increase of blood galactose level, which comprises administering an effective 
amount of a pyrazole derivative claimed in claim 1[, a] or a pharmaceutically acceptable salt 
thereof or a prodrug ther e of . 

Claims 32. - 34. (canceled). 
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35. (currently amended): A pharmaceutical combination which comprises (A) a 
pyrazole derivative claimed in claim 1 [, a] ora pharmaceutically acceptable salt thereof-©!^ 
prodrug thoroof, and (B) at least one member selected from the group consisting of an insulin 
sensitivity enhancer, a glucose absorption inhibitor, a biguanide, an insulin secretion enhancer, a 
SGLT2 inhibitor, an insulin or insulin analogue, a glucagon rocoptor antagoniat, an insulin 
rocoptor Icinaoo stimulant, a tripeptidyl pcptidaso II inhibitor, a dipeptidyl peptidase IV inhibitor, 
a protein tyrooin o phoophataa o IB inhibitor, a glycogen phoophorylaoo inhibitor, a glucoa e 6 
phoaphataoo inhibitor, a fixictooo biophoophataoo inhibitor, a pyruvate dohydrogenaBO inhibitor, a 
hepatic gluoonoogoneoio inhibitor, D chiroinoitol, a glycogen synthaoe Icinaoo 3 inhibitor, and 
glucagon-like peptide- 1 , a glucagon like peptide 1 analogue, a glucagon like peptide 1 agonist, 
amylin, an amylin analogue, an amylin agonist, an aldooo roductaso inhibitor, an ad\^anced 
glycation endproduoto formation inhibitor, a protein kinase C inhibitor, a y aminobutyric acid 
receptor antagonist, a sodium channel antagonist, a transcript factor NF icB inhibitor, a lipid 
peroxidase inhibitor, an acotylated a linlcod acid dipoptidaoo inhibitor, insulin like growth 
factor 1, platel e t d e rived growth factor, a platel e t derived growth factor analogue, opidermal 
growth factor, nerv^e growth factor, a carnitine derivativ e , uridine, 5 hydro)cy 1 mcthylhidantoin, 
EGB 761, bimoclomol, oulodoxido, Y 128, antidiarrhoioo, cathartics, a hydrox>Tnethylglutar)d 
coenzyme A reductase inhibitor, a fibrio acid derivative, a p^ - adronocoptor agonist, an aoyl 
coenzyme A cholesterol acyltransferaoe inhibitor, probool, a th>Toid hormone receptor agonist, a 
cholesterol absorption inhibitor, a lipase inhibitor, a microsomal trigl>^cerido transfer protein 
inhibitor, a lipoxygenase inhibitor, a carnitine palmitoyl transferase inhibitor, a squalen e 
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synthase inhibitor, a low density lipoprotein rocoptor e nhancer, a nicotinic acid dorivative, a bile 



acid sequestrant, a sodiunvT?ile acid cotransportor inhibitor, a oholostorol e st e r transfer prot e in 
inhibitor, an appetite supprcaaant, an angiotensin converting onzymo inhibitor, a neutral 
ondopeptidase inhibitor, an angiotensin II receptor antagonist, an e ndoth e lin converting enzyme 
inhibitor, an ondotholin rocoptor antagonist, a diuretic agent, a calcium antagonist, a vasodilating 
antih>T)ertensivo agent, a sympathetic blocking agent, a centrally acting antihypertensive agent, 
w^a g - adrenoceptor agonist, an antiplat e lets agent, a uric acid synthesis inhibitor, a uricosuric 
agent and a urinary alkalinizer . 

36. (currently amended): A method for the prevention or t reatment of a disease 
associated with hyperglycemia or a disease associated with the increase of blood galactose level, 
which comprises administering an effective amount of (A) a pyrazole derivative claimed in claim 
1 [, a] ora pharmaceutically acceptable salt thereo f or a prodrug thereof , and (B) at least one 
member selected from the group consisting of an insulin sensitivity enhancer, a glucose 
absorption inhibitor, a biguanide, an insulin secretion enhancer, a SGLT2 inhibitor, an insulin or 



insulin analogue, a glucagon receptor antagonist, an insulin receptor kinase stimulant, t 

tripcptidyl peptidase II inhibitor, a dipeptidyl peptidase IV inhibitor, a protein tyrosine 



a fructose bisphosphatase inhibitor, a pyruvate dehydrogenase inhibitor, a hepatic 
gluconeogenesis inhibitor, D chiroinsitol, a glycogen synthase kinase 3 inhibitor, and glucagon- 

like peptide- 1 , a glucagon like peptid e 1 analogue, a glucagon like peptide 1 agonist, amylin, ai 
amylin analogue, an amylin agonist, an aldose reductase inhibitor, an advanced glycation 




phosphatase IB inhibitor, a glycogen phosphorylase inhibitor, a gh 



6 phosphatase inhibitor, 



24 



AMENDMENT UNDER 37 C.F.R. §1.111 Attorney Docket No. : Q86306 

Application No.: 10/525,197 

ondproducts formation inhibitor, a protein kinaoo C inhibitor, ay aminobut>Tio acid rocoptor 
antagonist, a sodium channel antagonist, a transcript factor NF icB inhibitor, a lipid peroxidas e 
inhibitor, an acotylatod a iinlced acid dipeptidaac inhibitor, inoulin like growth factor I, 
plat e let derived growth factor, a platelet derived growth factor analogue, opidormal growth 
factor, nerv^o growth factor, a carnitine derivative, uridine, 5 hydroxy 1 methylhidantoin, EGB 
761, bimoclomol, sulod e xide, Y 128, antidiarrhoios^ cathartics, a hydroxymothylglutaryl 
coenzyme A reductase inhibitor, a fibric acid d e rivativ e , a fo - adrenoceptor agonist, an acyl 
coenzyme A cholesterol acyltransforaao inhibitor, probcol, a thyroid hormone r e ceptor agonist, a 
cholesterol absorption inhibitor, a lipas e inhibitor, a microsomal triglyc e ride transf e r prot e in 
inhibitor, a lipoxygenase inhibitor, a carnitine palmitoyl transferase inhibitor, a squalen e 
synthase inhibitor, a low density lipoprotein receptor enhancer, a nicotinic acid derivative, a bile 
acid sequestrant, a sodiun^^ile acid ootransport e r inhibitor, a cholesterol ester transfer protein 
inhibitor, an appetite suppr e ssant, an angiotensin converting enzyme inhibitor, a n e utral 
ondopeptidaso inhibitor, an angiotensin II receptor antagonist, an endothelin converting enzyme 
inhibitor, an endoth e lin receptor antagonist, a diuretic ag e nt, a calcium antagonist, a vasodilating 
antihypertensive agent, a sympathetic blocking agent, a centrally acting antih>T3ortensive agent, 
an-ft g - adrenoceptor agonist, an antiplat e lets agent, a uric acid synthesis inhibitor, a uricosuric 
agent and a urinary alkalinizer . 

37. (currently amended): A method for the inhibition of advancing impaired glucose 
tolerance or impaired fasting glycemia into diabetes in a subject, which comprises administering 
an effective amount of (A) a pyrazole derivative claimed in claim 1 [, a] ora pharmaceutically 
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acceptable salt thereo f or a prodrug th e r e of , and (B) at least one member selected from the group 
consisting of an insulin sensitivity enhancer, a glucose absorption inhibitor, a biguanide, an 

insulin secretion enhancer, a SGLT2 inhibitor, an insulin or insulin analogue, a glucagon 
receptor antagonist, on insulin r e ceptor kinas o stimulant, a tripeptidyl peptidase II inhibitor, a 

phosphorylaoc inhibitor, a gluoooo 6 phoophataoo inhibitor, a fruotoso biaphoophataoo inhibitor, a 
pyruvate dehydrogenaac inhibitor, a h e patic gluconeogoneois inhibitor, D ohiroinsitol, a 
glycogen synthase kinase 3 inhibitor, andLg^ucagon-like peptide- 1 , a glucagon like peptide 1 
analogue, a glucagon like peptid e- 1 agonist, amylin, an amylin analogue, an amylin agonist, an 
aldose reductase inhibitor, an advanced glyoation endproducts formation inhibitor, a prot e in 
kinas e C inhibitor, a y aminobutyric acid receptor antagonist, a sodium channel antagonist, a 
transcript factor NF icB inhibitor, a lipid peroxidase inhibitor, an N acetylated a linlced acid 
dipoptidaoe inhibitor, insulin like growth factor I, platelet derived growth factor, a platel e t 
derived growth factor analogue, e pidermal growth factor, nerve growth factor, a carnitine 
derivative, uridine, 5 hydroxy 1 mothylhidantoin, EGB 761, bimoolomol, oulodoxido, Y 128, 
antidiarrhoics, cathartics, a hydroxymethylglutaryl coenzyme A reductas e inhibitor, a fibric acid 
derivative, a p^ - adrcnoceptor agonist, an acyl coenzyme A chol e sterol acyltransforas e inhibitor, 
probcol, a thyroid hormone r e ceptor agonist, a chol e sterol absorption inhibitor, a lipase inhibitor, 
a microsomal triglyceride transfer prot e in inhibitor, a lipoxygenase inhibitor, a carnitin e 
palmitoyl transferase inhibitor, a aqualono synthase inhibitor, a low density^ lipoprotein receptor 
enhancer, a nicotinic acid derivative, a bile acid sequestrant, a sodium^ile acid cotransporter 
inhibitor, a cholesterol ester transfer protein inhibitor, an appetite suppressant, an angiotensin 
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conv e rting onzyme inhibitor, a neutral endopeptidase inhibitor, an angiotensin II rec e ptor 
antagonist, an endothehn converting enzyme inhibitor, an endoth e lin rec e ptor^ antagonist, a 
diuretic agent, a calcium antagonist, a vasodilating antihyportonoiv o agent, a sympathetic 
blocking ag e nt, a centrally acting antihypertensive ag e nt, an ag adrenoceptor agonist, an 
antiplatelets agent, a uric acid synthesis inhibitor, a uricosuric ag e nt and a urinary alkalinizer . 

Claims 38. - 39. (canceled). 

40. (original): A pyrazole derivative represented by the general formula: 




wherein 

^ represents a hydrogen atom, a Ci.6 alkyl group, a C2.6 alkenyl group, a 
hydroxy(C2.6 alkyl) group which may have a protective group, a C3.7 cycloalkyl group, a C3.7 
cycloalkyl-substituted (C1.6 alkyl) group, an aryl group which may have the same or different 1 
to 3 substituents selected from the group consisting of a halogen atom, a hydroxy group which 
may have a protective group, an amino group which may have a protective group, a C1.6 alkyl 
group and a C 1.6 alkoxy group, or an aryl(Ci.6 alkyl) group which may have the same or 
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different 1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy 
group which may have a protective group, an amino group which may have a protective group, a 
Ci.6 alky] group and a C 1.5 alkoxy group on the ring; 

one of and represents a 2,3,4,6-tetra-O-acetyl-p-D-glucopyranosyloxy group, a 
2,3,4,6-tetra-O-pivaloyl-P-D-glucopyranosyloxy group, a 2,3,4,6-tetra-O-acetyl-p-D-galacto- 
pyranosyloxy group or a 2,3,4,6-tetra-O-pivaloyl-p-D-galactopyranosyioxy group, while the 
other represents a C].6 alkyl group, a halo(Ci.6 alkyl) group, a C1.6 alkoxy-substituted (C1.6 
alkyl) group or a C3.7 cycloalkyl group; 

r'^ represents a hydrogen atom, a halogen atom, a hydroxy group which may have a 

protective group, a Ci.g alkyl group, a C1.6 alkoxy group, a C1.6 alkylthio group, a halo(Ci.6 

alkyl) group, a halo(Ci.6 alkoxy) group, a C1.6 alkoxy-substituted (C1.6 alkoxy) group, a C3.7 

cycloalkyl- substituted (C2.6 alkoxy) group or -A-R^"^ in which A represents a single bond, an 

lA 

oxygen atom, a methylene group, an ethylene group, -OCH2- or -CH2O-; and R represents a 
C3.7 cycloalkyl group, a C2-6 heterocycloalkyl group, an aryl group which may have the same or 
different 1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy 
group which may have a protective group, an amino group which may have a protective group, a 
C1.6 alkyl group, a C1.6 alkoxy group, a C2-6 alkenyloxy group, a halo(Ci.6 alkyl) group, a 
hydroxy(Ci.6 alkyl) group which may have a protective group, a carboxy group which may have 
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a protective group, a C2.7 alkoxycarbonyl group, a cyano group and a nitro group, or a heteroaryl 
group which may have a substituent selected from the group consisting of a halogen atom and a 
C1.6 alkyl group; 

X represents a single bond, an oxygen atom or a sulfur atom; 

y' represents a C1.6 alkylene group which may be substituted by a hydroxy group 

which may have a protective group, or a C2.6 alkenylene group; 

l} represents -R^^, -COR^^, -S02R^*^, -CON(R^ V^^. -S02NHR^^ or - 

c(=nr'V(r'V^^; 

r'^ represents an aryl group which may have the same or different 1 to 3 substituents 
selected from the group consisting of a halogen atom, a hydroxy group which may have a 
protective group, an amino group which may have a protective group, a C1.6 alkylsulfonylamino 
group, a C1.6 alkyl group and a €1.5 alkoxy group, a heteroaryl group which may have a 
substituent selected from the group consisting of a halogen atom, an amino group which may 
have a protective group and a Cj.g alkyl group,or a C1.6 alkyl group which may have the same 
or different 1 to 5 groups selected from the following substituent group (ii); 

r'"*^, r'^, r'^, R^^ and R^^ are the same or different, and each represents a hydrogen 
atom, an aryl group which may have the same or different 1 to 3 substituents selected from the 
group consisting of a halogen atom, a hydroxy group which may have a protective group, an 
amino group which may have a protective group, a C1.6 alkylsulfonylamino group, a Ci-g alkyl 
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group and a Ci.6 alkoxy group, a heteroaryl group which may have a substituent selected from 
the group consisting of a halogen atom, an amino group which may have a protective group and 
a Ci.6 alkyl group, or a C 1.5 alkyl group which may have the same or different 1 to 5 groups 
selected from the following substituent group (ii), or both of r'^ and r'^ bind together with the 
neighboring nitrogen atom to form a C2-6 cyclic amino group which may have a substituent 
selected from the group consisting of a hydroxy group which may have a protective group, a 
carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
hydroxy(Ci.6 alkyl) group which may have a protective group and a C 1.6 alkylsulfonylamino- 
substituted (C1.6 alkyl) group, or both of R^^ and R*^ bind together with the neighboring 
nitrogen atom to form a C2-6 cyclic amino group which may have a substituent selected from the 
group consisting of a hydroxy group which may have a protective group, a carbamoyl group, a 
C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a hydroxy(Ci.6 alkyl) group 
which may have a protective group and a C 1.6 alkylsulfonylamino-substituted (C1.6 alkyl) 
group; 

r'^, R^'^ and R^^ are the same or different, and each represents a hydrogen atom, a 
cyano group, a carbamoyl group, a C2-7 acyl group, a C2-7 alkoxycarbonyl group, an aryl(C2.7 
alkoxycarbonyl) group, a nitro group, a C1.6 alkylsulfonyl group, a sulfamide group, a 
carbamimidoyl group, or a C 1.5 alkyl group which may have the same or different 1 to 5 groups 
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selected from the following substituent group (ii), or both of R^^ and r''" bind to form an 
ethylene group, or both of r'" and r'^ bind together with the neighboring nitrogen atom to form 
a C2.6 cyclic amino group which may have a substituent selected from the group consisting of a 
hydroxy group which may have a protective group, a carbamoyl group, aC\.s alkyl group, an 
0x0 group, a carbamoyl(Ci.6 alkyl) group, a hydroxy(Ci.6 alkyl) group which may have a 
protective group and a Cj.g alkylsulfonylamino-substituted (C1.6 alkyl) group; 

R^, R^ and R^ are the same or different, and each represents a hydrogen atom, a halogen 
atom, a C].6 alkyl group or a €1.5 alkoxy group; and 

substituent group (ii) consists of a hydroxy group which may have a protective group, a 
C1.6 alkoxy group, a Cj-g alkylthio group, an amino group which may have a protective group, a 
mono or di(Ci.6 alkyl)amino group which may have a protective group, a mono or 
di[hydroxy(Ci.6 alkyl)]amino group which may have a protective group, an ureido group, a 
sulfamide group, a mono or di(Ci.6 alkyl)ureido group, a mono or di(Ci.6 alkyl)sulfamide 
group, a C2-7 acylamino group, a C].6 alkylsulfonylamino group, a C1.6 alkylsulfonyl group, a 

carboxy group which may have a protective group, a C2-7 alkoxycarbonyl group, - 

1 1 1 K IJ IK 

CON(R )R in which R andR are the same or different, and each represents a hydrogen 

atom or a C 1.6 alkyl group which may have the same or different 1 to 3 substituents selected 
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from the group consisting of a hydroxy group which may have a protective group, an amino 
group which may have a protective group, a mono or di(Ci.6 alkyl)amino group which may have 
a protective group, a mono or di[hydroxy(Ci.6 alkyl)]amino group which may have a protective 
group, an ureido group, a mono or di(Ci.6 alkyl)ureido group, a C2-7 acylamino group, a C1.6 
alkylsulfonylamino group and a carbamoyl group, or both of r'^ and R^''^ bind together with the 
neighboring nitrogen atom to form a C2-6 cyclic amino group which may have a substituent 
selected from the group consisting of a hydroxy group which may have a protective group, a 
carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
hydroxy(Ci.6 alkyl) group which may have a protective group and a C1.6 alkylsulfonylamino- 
substituted (C1.6 alkyl) group, an aryl(Ci.6 alkoxy) group which may have the same or different 
1 to 3 substituents selected from the group consisting of a halogen atom, a hydroxy group which 
may have a protective group, an amino group which may have a protective group, a C1.6 alkyl 
group and a C 1.6 alkoxy group on the ring, an aryl(Ci.6 alkylthio) group which may have the 
same or different 1 to 3 substituents selected from the group consisting of a halogen atom, a 
hydroxy group which may have a protective group, an amino group which may have a protective 
group, a C].6 alkyl group and a C1.6 alkoxy group on the ring, a C3.7 cycloalkyl group, a C2-6 
heterocycloalkyl group, an aryl group which may have the same or different 1 to 3 substituents 
selected from the group consisting of a halogen atom, a hydroxy group which may have a 
protective group, an amino group which may have a protective group, a C1.6 alkylsulfonylamino 
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group, a Ci.6 alkyl group and a C}. 6 alkoxy group, a heteroaryl group which may have a 
substituent selected from the group consisting of a halogen atom, an amino group which may 
have a protective group and a Ci.6 alkyl group, a C2.6 cyclic amino group which may have a 
substituent selected from the group consisting of a hydroxy group which may have a protective 
group, a carbamoyl group, a C1.6 alkyl group, an 0x0 group, a carbamoyl(Ci.6 alkyl) group, a 
hydroxy(Ci.6 alkyl) group which may have a protective group and a C1.6 alkylsulfonylamino- 
substituted (C1.6 alkyl) group, and a C 1.4 aromatic cyclic amino group which may have a C].6 
alkyl group as a substituent, or a salt thereof 
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